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THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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2.n Certified copies of the priority documents have been received in Application No. , 
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DETAILED ACTION 

Applicant's arguments filed 5-16-01, paper number 20, have been fully considered but 
they are not persuasive. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in a prior Office action. Claims 21, 22, 35, 36, 40, 54 and 55 have been 
canceled. Claims 40-53 remain pending and under consideration in the instant application. The 
effective filing date of the claimed invention remains July 8, 1997. 

Specification 

The abstract has been amended and is correct. 

Claim Rejections - 35 USC § 112 

1. Claims 40-53 remain rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention for reasons of record. 

The specification teaches isolating Impurities I, n and III from BigCHAP; however, the 
specification does not describe their structure. Since the time of filing, the structure of 
Impurities I, II and III have been determined (see attached description provided in 09/1 12,074). 

As a preliminary matter, applicants point out that the examiner had switched Impurity II 
and III in the previous office action. The Examiner agrees. The Examiner's understanding of 
the structure of Impurities II and III was based on drawings of Impurities II and III provided in a 
response in a related application (see paper attached to the office action of 4-23-02 describing 
Big CHAP and Impurities I-in), which are incorrect. Impurity II is in Fig, 22 and Impurity III is 
in Fig. 23 of 6,392,069. 
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Applicants agree BigCHAP and Impurity I do not correlate to the claims because they do 
not have the same tertiary nitrogen as Formula I (pg 4, 2"^ para, of response). 

Applicants state that in Impurity III, XI is a saccharide group; therefore, Applicants agree 
that Impurity III does not correlate to Formula I (pg 4 , 3'** para, of response). 

Applicants argue Impurity II correlates to Formulate I and is described in the 
specification as originally filed. Applicants' argument is not persuasive. 

Applicants point to pg 3, line 15-21, for support of Formula I. The citation describes a 
compound having Formula I wherein: 

XI is cholic acid group or deoxycholic acid group; and X2 and X3 are each 
independently selected from the group consisting of a cholic acid group, a deoxycholic acid 
group, and a saccharide group, wherein the saccharide group is selected from the group 
consisting of pentose monosaccharide groups, hexose monosaccharide groups, pentose-hexose 
disaccharide groups, and hexose-pentose disaccharide groups; and wherein at least one of X2 and 
X3 is a saccharide group. 

However, the citation merely reiterates claim 41 and does not describe any specific structure, 
namely Impurity 11. 

While Impurity II is a species within the genus of claim 41, the structure of Impurity II 
was not disclosed in this application. Nor is the structure readily apparent from the disclosure as 
originally filed. An adequate written description of Impurity II requires more than a mere 
description of the genus of the compound and a statement that Impurity II was isolated and part 
of the invention. What is required is a description of the structure of Impurity II itself It is not 
sufficient to define a compound solely by its genus, i.e. claim 41, because disclosure of no more 
than that, as in the instant case, is simply a wish to know the identity of the specific structure of 
Impurity II and to identify other compounds within that genus. Also, describing a genus in the 
absence of knowledge as to the specific structure of one compound within the genus is not an 
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adequate description of that genus. Thus, claiming all compounds within the genus of claim 41 
without describing the specific structure of one compound within the genus is not in compliance 
with the description requirement. Rather, it is an attempt to preempt the future before it has 
arrived. (SeeFiers v. Revel, 25 USPQ2d 1601 (CAFC 1993) md Regents of the Univ. Calif, v. 
Eli Lilly & Co., 43 USPQ2d 1398 (CA FC, 1997)). In this case, the specification does not 
describe Impurity II as having two cholic acid groups (and not deoxycholic acid groups) as XI 
and X2 or X3. It is not readily apparent from pg 3, line 15-21, that Impurity II has two cholic 
acid groups. The specification does not describe X2 or X3 as a pentose monosaccharide. 
Therefore, the structure of Impurity II is not readily apparent from pg 3 because the specific 
combination of elements in XI, X2 or X3 could not have been guessed. 

Applicants argue Example 12 illustrates the procedure for making Impurity II (pg 5, last 
para.). Applicants' argument is not persuasive because the Example 12 does not describe the 
structure of Impurity II and because it is not readily apparent that Example 12 is synthesizing 
Impurity 11. It is unclear that the process in Example 12 is specific to making Impurity II and not 
generic to making Impurities I, n or EI or even BigCHAP. In context of the specification as a 
whole, it appears that applicants originally believed all of the Impurities were species of Formula 
L However, as revealed in post-filing evidence, it was determined that only Impurity II was a 
species of Formula I, Thus, the structure of Impurity II is essential for one of skill to make a 
compound of Formula I as it is the only disclosed species specifically taught in the specification 
that fits within the genus claimed. 

Applicants argue it is readily apparent that the "cholic acid group" claimed would have 
meant a derivative of cholic acid. Applicants point out that the cholic acid group is not deleted 
but substituted resulting in an amide bond. Applicants point to pg 9-1 1 of the response, which 
describes the synthetic procedure, and bond connectivity of Impurity II and Example 12 of the 
specification. Applicants' arguments are not persuasive. The specification does not describe the 
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bond connectivity of Impurity II as a substitution of the terminal C02H group resulting in an 
amide bond. The diagram on pg 11 of the response, describing the structure resulting from 
Example 12, is not present in the specification. Applicants' logic in numbering the carbons of 
the "cholic acid group" (pg 1 1) does not correlate to the claims. Carbon number 4 is a carboxyl 
group, which applicants argue is part of the "cholic acid group". However, the claim requires a 
carboxyl group plus a "cholic acid group" (having 4 carbons) for a total of 5 carbons. One of 
skill would not have known to label the carboxyl group attached to XI in the claim as the fourth 
carbon of the "cholic acid group". The specification as originally filed did not teach Example 12 
was the process used to make Impurity II. The synthesis process in Example 12 of the 
specification does not describe the resulting structure. As such, Example 12 merely invites one 
of skill to determine the structure of a compound that may or may not be part of the claim. 

Applicants' argue they may be their own lexicographer and define a "cholic acid group" 
as a cholic acid without the terminal C02H (pg 7 of response). Applicants' argument is not 
persuasive. The specification does not define a "cholic acid group." The specification does not 
define a "cholic acid group" as a cholic acid without the terminal C02H, or in the instant case, as 
a substitution resulting in an amide bond. 

Applicants state a person of skill in the art would have understood pg 9, line 8, in context 
of Example 12, described a cholic acid group as being a cholic acid with a substitution resulting 
in an amide bond. Applicants' argument is not persuasive. Example 12 does not teach Impurity 
II is the product being synthesized. Example 12 does not describe 3-aminopropyl-3'-N- 
gluconamidopropyl-amine as Impurity II. The specification does not describe the structure of 
cholic acid once it reacts with isobutylchloroformate in the presence of triethylamine. It is not 
clear that Example 12 is specific to making only Impurity II. 

Applicants point to US Patents 5,856,202; 4,892,816; 4,458,015 which use the phrase 
"cholic acid group." Applicants' argument is not persuasive. None of the Patents describe 
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combining a carbon chain with a cholic acid side group causes the "substitution" of the terminal 

C02H cholic acid (i.e. a cholic acid without the terminal C02H) resulting in an amide bond. 

Even if the structure of Impurity II was readily apparent in the specification as originally 
filed, the structure of Impurity II is not adequate written for all compounds having Formula I as 
claimed which encompasses numerous combinations of XI, X2 and X3. These structures are 
significantly different and may have different functions than Impurity II. Therefore, Impurity II 
is not adequate to describe the genus claimed. The specification does not teach any compounds 
having a deoxycholic acid group, a hexose monosaccharide group, a pentose-pentose 
disaccharide group, a hexose-hexose disaccharide group, a pentose-hexose disaccharide group, 
or a hexose-pentose disaccharide group. Thus, the specification does not adequately describe the 
genus claimed. 

Applicants argue pg 3, lines 15-21, state the compounds may have a deoxycholic acid 
group, a hexose monosaccharide group, a pentose-pentose disaccharide group, a hexose-hexose 
disaccharide group, a pentose-hexose disaccharide group, or a hexose-pentose disaccharide 
group. Applicants argue one species is disclosed. Therefore, applicants argue the specification 
provides adequate written description for the genus (pg 7-8 of response). Applicants' argument 
is not persuasive. The specification does not adequately describe the structure of Impurity II for 
reasons cited above; therefore, the specification does not describe one species of the genus. 
Assuming the specification did adequately describe the structure of Impurity II for argument's 
sake, applicants' argument would not be persuasive. Applicants do not provide any means of 
making or isolating compounds having such components. Pg 3, lines 15-21, is merely a wish to 
know compounds having such components and an invitation for fiarther experimentation, which 
is not adequate written description of species within the genus. 
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Applicants describe the three carbons between the carbonyl carbon and the pentose ring 
(pg 9 of response). AppHcants again point out that the terminal carbon of cholic acid is not 
deleted but substituted. Applicants' arguments are not persuasive. The synthetic scheme on pg 
1 1 is not in the specification. The specification does not describe the substitution of the terminal 
carbon results in an amide bond. 

Applicants describe the synthesis scheme for Impurity II (pg 12 of response). 
Applicants' argument is not persuasive. While one of skill may have known the structures of the 
compounds in Example 12, one of skill would have had no idea the resulting compound in 
Example 12 was Impurity II. One of skill would not have known the specific structure of the end 
product because the structure of the intermediate products and a description of the bi-products 
within the process are not disclosed. For example, pg 31, line 14, describes an intermediate 
product as a mixed anhydride. Pg 3 1, line 23, states pure fractions of a compound are isolated by 
column chromatography, but does not teach the structure of the compound. 

Applicants mention Example 1 1 on pg 13 of the response. However, example 1 1 merely 
teaches isolating Impurities I, n and in and does not teach the structure of Impurity II. Example 
1 1 does not teach Impurity II is 3-aminopropyl-3'-N-gluconamidopropyl-amine as described in 
Example 12. 

In conclusion, the specification does not provide adequate written description for a 
compound having the structure of Formula I as claimed. 

2. Claims 40-53 remain rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention for reasons of record. 
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Applicants argue pg 3, lines 15-21, and pg 9, lines 8-14, describe Impurity II as having 
two cholic acid groups and a pentose monosaccharide (para, bridging pg 13-14 and pg 15, 
Section C of response). Applicants' argument is not persuasive because the citations do not 
reference Impurity II and because the citations are generic to Formula I and do not specifically 
lead one of skill to the structure of Impurity II. 

Applicants argue it is readily apparent that the "cholic acid group" claimed would have 
meant a derivative of cholic acid. Applicants point out that the cholic acid group is not deleted 
but substituted resulting in an amide bond (pg 14 of response). Applicants' arguments are not 
persuasive. The specification does not teach one of skill that Impurity II has two cholic acid 
groups, or has a substitution of the terminal C02H group of the cholic acids groups resulting in 
an amide bond. The specification does not teach the structure resulting fi*om Example 12. The 
specification does not teach Example 12 was the process used to make Impurity II. The 
specification does not describe the structure resulting fi*om Example 12. It is unclear that the 
process in Example 12 is specific to making Impurity II and not generic to making Impurities I, 
II or ni or even BigCHAP, Applicants' logic in numbering the carbons of the "choHc acid 
group" (pg 1 1) does not correlate to the claims. Carbon number 4 is labeled a carboxyl group, 
which applicants argue is part of the "cholic acid group". However, the claim requires that same 
carboxyl group to be attached to a "cholic acid group" (having 4 carbons) for a total of 5 
carbons. One of skill would not have known to label the carboxyl group attached to XI as the 
fourth carbon of the "cholic acid group" as claimed. It would have required one of skill in the art 
undue experimentation to determine the terminal C02H group of the cholic acids groups resulted 
in amide bonds. 

Applicants' argue they may be their own lexicographer and define a "cholic acid group" 
as a cholic acid without the terminal C02H (pg 14 of response). Applicants' argument is not 
persuasive. The specification does not define a "cholic acid group" at all. The specification does 
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not define a "cholic acid group" as a cholic acid without the terminal C02H, or in the instant 
case, as a substitution resulting in an amide bond. 

Applicants argue the species of Impurity II is adequate to represent the genus claimed (pg 
16, Section D and Section F). Applicants' argument is not persuasive. Even if the structure of 
Impurity II was enabled, the structure of Impurity II is not enabling for all compounds having 
Formula I as claimed which encompasses numerous combinations of XI, X2 and X3. These 
structures are significantly different and may have different functions than Impurity II. 
Therefore, Impurity II is not adequate to enable the genus claimed. The specification does not 
teach any compounds having a deoxycholic acid group, a hexose monosaccharide group, a 
pentose-pentose disaccharide group, a hexose-hexose disaccharide group, a pentose-hexose 
disaccharide group, or a hexose-pentose disaccharide group. The mere listing of possible other 
compounds used as XI, X2 and X3 is not an enabling disclosure, as it wpuld require one of skill 
undue experimentation to determine how to make or use other compounds within the genus. 
Thus, the specification does not enable making or using the compounds within the genus 
claimed. 

Applicants argue pg 3, lines 15-21, state the compounds may have a deoxycholic acid 
group, a hexose monosaccharide group, a pentose-pentose disaccharide group, a hexose-hexose 
disaccharide group, a pentose-hexose disaccharide group, or a hexose-pentose disaccharide 
group. Applicants argue one species is disclosed. Therefore, applicants argue the specification 
enables the genus. Applicants' argument is not persuasive. The specification does not enable 
one of skill to determine the structure of Impurity II for reasons cited above; therefore, the 
specification does not enable one species of the genus. Assuming the specification did enable 
one of skill to determine the structure of Impurity II for argument's sake, applicants' argument 
would not be persuasive. Applicants do not provide any means of ahering or isolating 
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compounds having such components. Pg 3, Hnes 15-21, is merely an invitation for fiarther 
experimentation, which would be undue for one of skill in the art. 

3. Claims 41-53 remain rejected as being indefinite because the structures encompassed by 
the claims are unclear for reasons of record. 

The claims require a compound having Formula I having a carboxyl group attached to 
XI, wherein XI is cholic or deoxycholic acid (which has a pentose ring plus four carbons). 
However, Impurity II has a carboxyl group attached to a pentose ring plus three carbons. 
Impurity II has three carbons between the carboxyl group and the pentose ring instead of four, 
which would occur if cholic acid were attached to the carboxyl group as claimed. Therefore, it is 
unclear whether applicants intend the claim to encompass attaching three or four carbons 
between the carboxyl group and the pentose ring. The limitation of attaching cholic or 
deoxycholic acid to X2 or X3 is rejected for the same reasons. 

Applicants' logic in numbering the carbons of the "cholic acid group" (pg 11) does not 
correlate to the claims. Carbon number 4 is labeled a carboxyl group, which applicants argue is 
part of the "cholic acid group". However, the claim requires that same carboxyl group to be 
attached to a "cholic acid group" (having 4 carbons) for a total of 5 carbons. One of skill would 
not have known to label the carboxyl group attached to XI as the fourth carbon of the "cholic 
acid group" as claimed. 

Double Patenting 

The rejection of claims 44-53 under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over the claims of copending Application No. 09/1 12074, 
now US Patent 6,392,069, has been withdrawn because of the terminal disclaimer filed 10-25-02. 
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Conclusion 



No claim is allowed. 



Inquiry concerning this communication or earlier communications from the examiner 
should be directed to Michael C, Wilson who can normally be reached on Monday through 
Friday from 9:00 am to 5:30 pm at (703) 305-0120. 

Questions of formal matters can be directed to the patent analyst, Dianiece Jacobs, who 
can normally be reached on Monday through Friday from 9:00 am to 5:30 pm at (703) 305-3388. 

Questions of a general nature relating to the status of this application should be directed 
to the Group receptionist whose telephone number is (703) 308-1235. 

If attempts to reach the examiner, patent analyst or Group receptionist are unsuccessful, 
the examiner's supervisor, Deborah Reynolds, can be reached on (703) 305-4051. 

The official fax number for this Group is (703) 308-4242. 



Michael C. Wilson 




MJCHAEL WILSON 
PRI&«ARy EXAMINER 



